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Amendments to the claims; 

This listing of claim replaces all prior versions and listings of claims in the application. 

1 . (currently amended) A method of treating acne in a human in need thereof 
comprising administering orally or intravenously to said human a non-antibiotic t etracycline 
compoun d, or a pharmaceuticallv acceptable salt thereof, in a aub tintibaotorittl ^.amount that 
reduces lesion count, without administering a bisphosphonate compound. 

2. (original) A method according to Claim 1 , wherein said acne is acne vulgaris, cystic 
acne, acne atrophica, bromide acne, chlorine acne, acne conglobata, acne cosmetica, acne 
detergicans, epidemic acne, acne estivalis, acne fiilminans, halogen acne, acne indurata, iodide 
acae, acne keloid, acne mechanica, acne papulosa, pomade acne, premenstral acne, acne 
pustulosa, acne rosacea, acne scori>utica, acne scrofiilosoium, acne urticata, acne variolifonnis, 
acne venenata, propionic ac^e, acne excoriee, gram negative acne, steroid acne, or nodulocystic 
acne. 

Claims 3-23 (cancelled). 

24. (currently amended) A method of treating acne in a human in need thereof 
comprising administering orally or intravenously to said human a non-antibiotic tetracycline 
compound aooording t o Claim 23 , wherein said non-antibiotic tetracycline compound is: 

4-de(dimethylamino)tetracycline (CMT-1), 

tetracycUnonitrile (CMT-2), 

6-dMnethyl-6-deoxy-4-de(dimethylamino)tetracycline(CMT-3), 
4-de(dimethylamino)-7-chlorotetracycline(CMT-4), 
tetracycline pyrazole (CMT-5) 
4-hydroxy-4-de(dimethylamino)tetracycline (CMT-6), 
4-de(dimethylamino)-12oKleoxytetracycline (CMT-7), 
6-as-deoxy-5-hydroxy-4-de(dimethylamino)tetracycline (CMT-8), 
4-de(duneaiylamino)-12oKleoxyanhydrotettacycline (CMT-9), « 
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4-de(dimethylamino)minocycline (CMT-IO) or 

a phannaceuticallv acceptable salt of any such compound . 

25. (cuirently amended) A method according to ClaimX Claim 23 , wherein the non- 
antibiotic tetracycline compound is selected from the group consisting of: 




Structure C Structure D 




Structure? 



wherein: 
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R7 is selected from the group consisting of hydrogen, amino, nitre, mono(lower alkyl) 
amino, halogen, di(lowef alkyl)aniino, ethoxytfaiocarbonylthio, azido, acylamino, diazonium, 
cyano, and hydroxyl; 

R6-a is selected from the group consisting of hydrogen and methyl; 

R6 and RS are selected from the group consisting of hydrogen and hydroxyl; 

R8 is selected from the group consisting of hydrogen and halogen; 

R9 is selected from the group consisting of hydrogen, amino, azido, nitro, acylamino, 
hydroxy, ethoxythiocarbonylthio, monoQower alkyl) amino, halogen, diazonium, di(lower 
alkyOamino aiidRCH(NH2)C0; 

R is hydrogen or lower alkyl; and 
pharmaceutically acceptable salts of any such compound ft»eef; with the following provisos: 

when either R7 and R9 are hydrogen then R8 must be halogen; and 

when R6-a, R6, RS and R9 are all hydrogen and R7 is hydrogen, amino, nitro, halogen, 
dimethylamino or diethylamino, then R8 must be halogen; and 

when R6-a is methyl, R6 and R9 are both hydrogen, RS is hydroxyl, and R7 is hydrogen, 
amino, nitro, halogen or diethylamino, then R8 is halogen; and 

when R6-a is method, R6 is hydroxy!, R5, R7 and R9 are all hydrogen, then R8 must be 
halogen; and 

when R6-a, R6 and RS are all hydrogen, R9 is melfaylamino and R7 is diinethylamino, 
then R8 must be halogen; and 

when R6-a is meth;^ R6 is hydrogen, RS is hydroxyl, R9 is meth)4asiino and R7 is 
dimethyiamino, then R8 must be halogen; and 

when R6-a is methyl, R6, RS and R9 are all hydrogen and R7 is cyano, then R8 must be 
halogen. 
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26. (currently amended) A method according to Claim 1 Claim 23 . wherein the lion- 
antibiotic tetracycline compound is selected Scorn the group consisting of: 




Structure I Smicture J 



wherein: 

R7 is selected from the groi^ consisting of hydrogen, amino, nitro, mono(lower alkyl) 
amino, halogen, and diOower a]kyl)ainino, ethoxythiocaihonjd&io, azido, acylamino, diazonium, 
cyano, and hydroxyl; 

R6-a is selected from the group consisting of hydrogen and methyl; 

R6 and R5 are selected from the group consisting of hydrogen and hydroxyl; 

R4 is selected from the group consisting of NOH, N-NH-A, and NH-A, 

where A is a lower alkyl group; 

R8 is selected from the gmup consisting of hydrogen and halogen; 
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R9 is selected from the group consisting of hydrogen, amino, azido, nitro, acylamino, 
hydroxy, ethoxythiocarbonylthio, mono(lower alkyl) amino, halogen, di(lower a]kyl)amino and 
RCH(NH2)CO; 

R is hydrogen or lower alkyl; and 

pharmaceutically acceptable salts of any such compotmd &weef; with the following 
provisos: 

when R4 is NOH, N-NH-alkyl or NH-alk^ and R7, R6-a, R6, R5, and R9 are all 
hydrogen, then R8 must be halogen; and 

when R4 is NOH, R6-a is methyl, R6 is hydrogen or hydroxy], R7 is halogen, R5 and 
R9 are both hydrogen, then R8 must be halogen; and 

when R4 is N-NH-alkyl, R6-a is methyl, R6 is hydroxy! and R7, R5, R9 are all hydrogen, 
flien R8 must be halogen; and 

when R4 is NH-alkyl, R6-a, R6, R5 and R9 are all hydrogen, R7 is hydrogen, amino, 
mono(lower aIkyl)ainino, halogen, di(lower alkyl)amino or hydroxyl, then R8 must be halogen; 
and 

when R4 is NH-alkyl, R6-a is methyl, R6 and R9 are both hydrogen, RS is hydroxyl, and 
R7 is monoQower alkyl)aniino or di(lower alkyl)amino, then R8 must be halogen; and 

when R4 is NH-alkyl, R6-a is methyl, R6 is hydroxy or hydrogoi and R7, RS, and R9 
are all be hydrogen, then R8 must be halogen. 



27. (currently amended) A method according to Claim 1 Claim 23 wherein the non- 
antibiotic tetracyclme compound is selected &om the group consisting of: 

R7 H 




Structure K 

wherein: R7, R8, and R9 taken together in each case, have the following 
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Structure O 

wherein: R7, R8, and R9 taken together in each case, have the following 
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acylamino 
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wherein: R8 is hydrogen or halogen and R9 is selected from the group consisting of nitro, (NJ^- 
dimethyl)gIycyIatnino, and ethoxythiocaibonyltfaio; and 




Structure Q Structure R 

wherein: R7, R8, and R9 taken together in each case, have the following 
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and pharmaceutically acceptable salts ol 
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28. (currently amended) A mefliod according to Ciaim 1 C laim 23 . wherein the » 
antibiotic tetracycline compound is selected from the group consisting of: 
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StnictureZ 



whwein: 

R7 is selected from the group consisting of hydrogen, amino, nitro, mono(lower alkyl) 
amino, halogen, di(lower alkyl)amino, ethoxythiocarhonylthio, azido, acylamino, diazonium, 
cyano, and hydroxyl; 

R6-a is selected from the group consisting of hydrogen and methyl; 

R6 and R5 are selected from the group consisting of hydrogen and hydroxyl; 

R8 is selected from the group consisting of hydrogen and halogen; 

R9 is selected from the group consisting of hydrogen, amino, azido, nitro, acylamino, 
hydroxy, ethoxythiocarbonylthio, mono(lower alkj4) amino, halogen, diazonium, di(lowa 
alkyl)aniino and RCH(NH2)C0; 

R is hydrogen or lower alkyl; 

R' and R*" are selected from the group consisting of hydrogen, methyl, ethyl, n-propyl and 
1-methylethyl with the proviso that R" and R*" cannot both be hydrogen; 

K° and R** are, independently, (CH2)nCHR° wherein n is 0 or 1 and R' is selected fmm the 
group consisting of hydrogen, ailkyl, hydroxy, lower(Ci-C3) alkoxy, amino, or nitro; and. 
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W is selected from the group consisting of (CHR'')ni wherein m is 0-3 and said R° is as 
above, NH, N(Ci -C3) straight chained or branched alkyl, O, S and N(Ci -C4) straight chain or 
branched alkoxy; and, 

pharmaceutically acceptable salts of any such compound thereef. 

29. (currently amended) A method according to Claim 1 C laim 23 . wherein the non- 
antibiotic tetracycline cotngiound selected from the group consisting of structures S-Z has the 
following provisos: 

when either R7 and R9 are hydrogen then R8 must be halogen; and 

when R6-a, R6, R5 and R9 are all hydrogen and R7 is hydrogen, amino, nitro, halogen, 
dimethylamino or diethylamino, then R8 must be halogen; and 

when R6-a is methyl, R6 and R9 are both hydrogen, R5 is hydroxyl, and R7 is hydrogen, 
amino, nitro, halogen or diethylamino, thm R8 is halogen; and 

when R6-a is methyl, R6 is hydroxyl, R5, R7 and R9 are all hydrogen, then R8 must be 
halogoi; and 

when R6-a, R6 and R5 are all hydrogen, R9 is methylamino and R7 is dimethylamino, 
then R8 Pmust be halogen; and 

when R6-a is methyl, R6 is hydrogen, R5 is hydroxyl, R9 is methylamino and R7 is 
dimethylamino, then R8 must be halogen; and 

when R6-a is methyl, R6, R5 and R9 are aU hydrogen and R7 is cyano, then R8 must be 
halogen 

and a phanna ceuticallv acceptable salt of any such compound. 
Claims 30-31 (cancelled). 



14 



Applicant: Robert A. Ashley 
Serial No.: 10/757,656 
Filed: January 14, 2004 

Page 15 of 34 

32. (currently amended) A method according to Claim 1 C laim 23 . wherein said 
tetracycline compound has a general formula: 



Structure K 

wherein R7, R8, and R9 taken together are, respectively, hydrogen, hydrogen and 
dimethvlamin o or a pharmaceuticallv acceptable salt of any such compound . 

Claim 33 (canceled). 

34. (currently amended) A method according to Claim 1 C laim 33 . wherein said 
tetracycline compound is selected fmm the group consisting of: 



wherein R7, R8, and R9 taken together in each case, have the following meanings: 





Structure K 
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Structure O 

wherein R7, R8, and R9 taken together in each case, have the following meanings: 



R7 

hydrogen 
hydrogen 
hydrogen 
hydrogen 



R8 

hydrogen 
hydrogen 
hydrogen 
hydrogen 



acetamido 
dimethylaminoacetamido 
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Structure P 

wherein R8, and R9 taken together are, respectively, hydrogen and nitro and 
a pharmaceuticallv acceptable salt of any such compound . 

Claim 35 (canceled). 

36. (currently amended) A method of treating acne in a human in need thereof 
comprising svstemicallv administering to said human an effective amount of 6-demethyl-6- 
deoxy-4-de(dimefli}damino)tetracycline without administering a bisphosphonate compound. 

Claim 37 (cancelled). 

38. (cunently amended) A method according to Claim 36, wherein said 
administration is fl>Tit e mio oral administration, 

Claims 39 - 64 (cancelled). 

65. (new) A method according to Claim 36, wherein the human has skin lesions 
associated with the acne, and the method reduces the skin.lesion count. 

66. (new) A method according to Claim 65, whwein the lesions are pustules, 
p^ules, cysts, nodules, or comedones. 

67. (new) A method according to Claim 65, wherein the lesions are pustules and 
papules. 
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68. (new) A method according to Claim 65, wherein the lesions are comedones. 

69. (new) A method according to Claim 65, whoein the acne is acne rosacea. 

70. (new) A method according to Claim 67, wherein the acne is acne vulgaris. 

71 . (new) A mrthod according to Claim 69 or Claim 70, wherein said 6-demethyl-6- 
deoxy-4-de(dimethylamino)tetracycline is administered by sustained release. 

72. (new) A method according to Claim 69 or Claim 70, wherein said 6-demethyl-6- 
deoxy-4-de(dimethylamino)tetracycline is administered once a day. 

73. (new) A method according to Claim 69 or Claim 70, wherein tte amount is an 
amount that results in no reduction of skin microflora during a six-month treatment. 

74. (new) A method of treating acne in a human in need thereof comprising 
administering orally or intravenously to said human a tetracycline compound, or a 
pharmaceutically acceptable salt thereof; in an amount that reduces lesion count, without 
administering abisphosphonatecompoun4 wherein a substituent at any of positions 1-4 and 10- 
12 of said tetracycline compound or said pharmaceutically acceptable sah thereof has been 
replaced, and wherein the resulting compound or salt has substantially less or effectively no 
antibiotic activity. 

75. (new) A method according to claim 74, wherein the tetracycline compound is 6- 
demethyl-6-deoxy-4-de(dimethylamino)tetracycline. 

76. (new) A method of treating acne in a human in need thereof, the method 
comprising administering orally or intravenously to said human a pharmaceutical preparation 
comprising 6-demcthyl-6-deoxy-4-de(dimethylamino)tetracycliiie, which phaimaceutical 
preparation does not also comprise a bisphosphonate compound. 
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77. (new) A method of reducing lesions associated with acne in a human in need 
thereof, the method comprisdng orally administering to said human an effective amount of 6- 
demethyl-6-deoxy-4-de(dimethylamino)tetracycline, the method not comprising administering a 
bisphosphonate compound. 
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